. Titration curves from constant pH MD simulations of the guests free in solution (green) and in complex with CB [7] (purple). A. Thiabendazole. B. Fuberidazole. C. Carbendazim. Figure S2 . Binding free energies as functions of pH (black line). The top row is computed by the hybrid approach using the experimental reference binding energies (G°r ef,exp , red line) and the bottom row uses the full computational approach with the reference binding energies computed by thermodynamic integration (G°r ef,TI , green line). Experimentally derived binding free energies for the protonated guests are shown in blue. A, C. Thiabendazole. B, D. Carbendazim. Figure S3 . Binding free energies as functions of pH (black line), computing using Eq. 8. The left row is computed by the hybrid approach using the experimental reference binding energies (G°r ef,exp , red line) and the right row uses the full computational approach with the reference binding energies computed by thermodynamic integration (G°r ef,TI , green line). Experimentally derived binding free energies for the protonated guests are shown in blue. A, B. Benzimidazole. C, D. Thiabendazole. E, F. Fuberidazole. G, H. Albendazole. I, J. Carbendazim.
Guest G°r ef,exp G°+ exp G°+ hybrid G°r ef,exp (pH = 7) G°h ybrid (pH = 7) BZ -4.4 -9.2 -8.8 -7.1 -6.7 TBZ -3.0 -8.6 -7.9 -5.2 -4.6 FBZ -2.3 -7.6 -7.6 -4.5 -4.6 ABZ -6.6 -10.2 -11.4 -6.7 -7.1 CBZ -6.0 -9.5 -10.0 -6.4 -6.8 Table S1 . Binding free energies of the guests upon complex formation with CB [7] , computed using the hybrid approach with Eq. 8. All energies are reported in kcal/mol. G°r ef,exp is the experimental 1 binding free energy for the reference deprotonated guest;
G°+ exp is the binding free energy for the protonated guest derived from the G°r ef,exp ; and G°+ hybrid is the free energy obtained by using pK a C,calc with G°r ef,exp in Eq. 8. 
